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DETAILED ACTION 
Claim Rejections - 35 USC §112 

Claims 15, 16, 22, 23, 35 are rejected under 35 U.S.C. 112, second paragrapli, 
as being indefinite for failing to particularly point out and distinctly claim the subject 
matter which applicant regards as the invention. These claims require an "altered gD", 
but do not Indicate the nature of the alteration. Therefore it is not clear what Is 
encompassed by these claims. 

Double Patenting 

Claims 1 , 2, 4, 6, 8-16, 19, 20, 22, 23, 26, 35 are provisionally rejected on the 
ground of nonstatutory obviousness-type double patenting as being unpatentable over 
claims 1-24, and 36 of copending Application No. 11/215636. Although the conflicting 
claims are not identical, they are not patentably distinct from each other because both 
sets of claims are directed to using an altered gD fusion protein for receptor targeting. 

This is a provisional obviousness-type double patenting rejection because the 
conflicting claims have not in fact been patented. 

Claims 1, 2, 4, 6, 8-16, 19, 20, 22, 23, 26, 35 are provisionally rejected on the 
ground of nonstatutory obviousness-type double patenting as being unpatentable over 
claims 1-3, 7, 10, 15-21, 25-30 of copending Application No. 11/677026. Although the 
conflicting claims are not identical, they are not patentably distinct from each other 
because the instant broad claims encompass the narrower subject matter of the 
copending claims. 
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This is a provisional obviousness-type double patenting rejection because the 
conflicting claims have not in fact been patented. 

Claim Rejections - 35 USC § 103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 
the various claims was commonly owned at the time any inventions covered therein 
were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 

Claims 1, 2, 4, 6, 8-10, 15, 16, 19, 20, 22, 23 are rejected under 35 U.S.C. 103(a) 
as being unpatentable over Glorioso et al WO 99/06583. Glorioso teaches attachment 
of a non-native ligand to an HSV surface glycoprotein, such as gB, gC, and/or gD, see 
page 7, for the purpose of redirecting binding, see page 2. Glorioso also teaches 
removing sequences from the HSV surface proteins that normally bind to cell surfaces, 
such as removing the heparin sulfate (HS) binding sites on gB or gC, or the HVEM- 
binding domain of gD, see pages 9-10. The suggested non-native ligands include 
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tumor-specific antigens present on cancerous cells (page 5). Fusion of the ligand to 
more than one protein is also suggested, see page 8. See also the claims. 

Glorioso provides working examples of virus with altered gB and gC with reduced 
binding to sulfated proteoglycan (pages 13-14, 18-19), and further comprising a fusion 
of the altered gC with a heterologous ligand (page 21 ) and its specific affinity for the 
ligand's receptor (pages 22-23). Glorioso also provides working examples of virus with 
gB-ligand fusion protein (page 15) and its specific affinity for the ligand's receptor (page 
22). Glorioso does not provide a working example using the gD fusion recited in the 
instant claims. However, one of ordinary skill in the art would have had a reasonable 
expectation of success in following the express suggestions in the reference to use gD 
as a fusion partner, and to reduce gD binding to the normal HVE receptor. Therefore, 
the invention as a whole is prima facie obvious, absent unexpected results. 

Claims 11-13, 26 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Glorioso et al WO 99/06583 as applied to claims 1, 2, 4, 6, 8-10, 15, 16, 19, 20, 22, 
23 above, and further in view of Debinski et al (Clinical Cancer Research 5: 985-990, 
1999). These claims differ from Glorioso in requiring a ligand for a malignant giomal cell, 
specifically interleukin 13. However, Glorioso suggests using ligands for tumor-specific 
antigens present on cancerous cells. Debinski teaches that IL-13 is a ligand for a 
receptor specifically expressed on glioma brain tumors, and explicitly suggests its use 
as a target for delivery of cytotoxic or cytostatic therapies. Therefore, it would have been 
prima facie obvious to further modify Glorioso to use IL-13 as a glioma-specific ligand 
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for fusion to gD, witli reasonable expectation of success. The invention as a whole is 
prima facie obvious, absent unexpected results. 

Claim 14 is rejected under 35 U.S.C. 103(a) as being unpatentable over 
Glorioso et al WO 99/06583 as applied to claims 1, 2, 4, 6, 8-10, 15, 16, 19, 20, 22, 23 
above, and further in view of van Beusechem et al (Journal of Virology 76:2753-2762, 
March 2002). This claim differs from Glorioso in requiring fusion of a single-chain 
antibody as the ligand. However, van Beusechem teaches successful targeting of a 
recombinant virus to a tumor-specific receptor by use of single-chain antibodies. It 
would have been within the ordinary skill of the art to further modify Glorioso to use a 
single-chain antibody as a targeting ligand, with reasonable expectation of success. The 
invention as a whole is prima facie obvious, absent unexpected results. 

Allowable Subject Matter 

Claim 35 would be allowable if rewritten to overcome the rejection(s) under 35 
U.S.C. 112, 2nd paragraph, set forth in this Office action and to include all of the 
limitations of the base claim and any intervening claims, provided that double patenting 
issues are also resolved. 

The following is a statement of reasons for the indication of allowable subject 
matter: Glorioso et al WO 99/06583 and Laquerre et al (Journal of Virology 72:9683- 
9697, 1 998) are cited as the closest prior art. Both Glorioso and Laquerre teach 
successful cell-specific binding of recombinant HSV with a gC/ligand fusion protein, 
leading to a reasonable of success for obtaining similar binding for HSV with other 
fusion proteins such as gD/ligand. However, Laquerre teaches that infection of the 
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targeted cell was abortive. This indicates less than a reasonable expectation of success 
for killing the target cell using the gD/ligand fusion protein to retarget the virus. 

Conclusion 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Mary E. Mosher, Ph.D. whose telephone number is 571- 
272-0906. The examiner can normally be reached on varying dates and times; please 
leave a message. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Bruce Campell can be reached on 571-272-0974. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Mary E Mosher, Ph.D./ 
Primary Examiner, Art Unit 1648 

2/25/08 
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